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Pathological gambling is an addictive disorder characterized by an irresistible urge to gamble despite severe
consequences. One of the hallmarks of pathological gambling is maladaptive and highly risky decision-making, which has
been linked to dysregulation of reward-related brain regions such as the ventral striatum. However, previous studies have
produced contradictory results regarding the implication of this network, revealing either hypo- or hypersensitivity to
monetary gains and losses. One possible explanation is that the gambling brain might be misrepresenting the benefits and
costs when weighting the potential outcomes, and not the gains and losses per se. To address this issue, we investigated
whether pathological gambling is associated with abnormal brain activity during decisions that weight the utility of possible
gains against possible losses. Pathological gamblers and healthy human subjects underwent functional magnetic
resonance imaging while they accepted or rejected mixed gain/loss gambles with fifty-fifty chances of winning or losing.
Contrary to healthy individuals, gamblers showed a U-shaped response profile reflecting hypersensitivity to the most
appetitive and most aversive bets in an executive cortico-striatal network including the dorsolateral prefrontal cortex and
caudate nucleus. This network is concerned with the evaluation of action-outcome contingencies, monitoring recent
actions and anticipating their consequences. The dysregulation of this specific network, especially for extreme bets with
large potentials consequences, offers a novel understanding of the neural basis of pathological gambling in terms of
deficient associations between gambling actions and their financial impact.
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